BRIEF SUMMARY of PRESCRIBING INFORMATION
INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the short-term treatment of acute manic
episodes associated with bipolar | disosder, as edther monotherapy o adjunct therapy to lithium or divalproex. The
efficacy of SEROQUEL in acute bipolar mania was established in two 3-week monotherapy trials and one 3-week
adjunct therapy trial of bipolar | patients initially hospitalzed for up to 7 days for acute mania. Effectiveness for
more than 3 weeks has not been systematically evaluated n clinical trials. Therefore, the physician who elects to use
SEROQUEL for extended prmdds shduld Hermdrcal Iy re-gvaluate the long-term risks and benefits of the drug for
the individual patient. SEROQUEL is indicated for the treatment of schizopirenia. The efficacy of
SERDOUEL in scmzopﬂrema Was esmshed it short-fesm (6-weeK) controlled trials of schizophrenic inpatients.
effectiveness of SEROQUEL in long-term use, that is, for more than 6 weeks, has not been systematically
evaluated in controlled triafs. Therefore, the physwun ‘who electsto use SEROQUEL for extended periods shoukl
periodically re-evaluate the long-term Usefulness of the drug for the individual patient.
CONTRAINDICATIONS: SEROQUEL is contraindicated in individuals with a known hypersensitivity to this medica-
ion or any of ts ingredients.
WARNINGS: Neoroleptic Malignant Syndrome (NMS): A potenially fatal symptom complex sometimes referred to
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with administration of antipsychotic
, including SEROQUEL. Rare cases of NMS have been reported with SEROQUEL. Clinical manifestations of
MM are hyperpyrexia, muscle rigidity, atered mental status, and evidence of autonomic instability (imeguias pulse
or blood pressure, tachycardia, diaphoresis, and cardiac dysrhydhmra Additional signs may include elevated crea-
tine: phosphokanase, myoglobinuria (rhabdomyalysis) and acute renal failure. The diagnostic evaluation of patients
with this syndrome is comphcated. In arriving at a diagnoss, itis important to exclude cases where the clinical pre-
sentation includes both serious medical liness (e.q., pneumonia, systemic ifection, etc.) and untreated or inade-
quately treated extrapyramidal signs and symptoms (EPS). Other important considerations in the differentia dlag-
nosis include central anticholinergic toxicily, heat stroke, drug fever and primary central nervous system (N
pathology. The management of NMS should include: 1) immediate discontinuation of antipsychatic drugs and other
drugs ot essential to concurrent therapy; 2) intensive symplomati; ireatment and medical monitoring; and 3) ireat-
ment of any concomitant serious medical problems for ‘which specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS. If a patient requires antipsychotic drug
treatment afte recovery fram NIMS, the potential reintroduction of drug therapy Should be carefully consrdered The
patient should be carefulty monitored since recurrences of NMS have been reported. Tardive Dyskinesia: A syn-
drome of potentially irreversitde, involuntary, dyskinetic movements may davelop in patients treated with antipsy-
chotic drugs. h the prevalence of the syndrome appears to be highest amang the eldery, especially elderly
women, it 1S impossible to rely upon prevalence estimates to predict, at the inception of antipsychati treatment,
which patients are fikely to devedop the syndrome. Whether antipsychotic drug products differ in their potential to
cause rardrve dyskmesla is unknown. The sk of developmu fardive dyskinesia and the likelihood that it will become
ion of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, although much less cemmdnly after e
atively brief treatment periods at (ow doses. There is no for
although the syndrome may remit, partially or completely, if antipsychatic treatment is withdrawn. Antipsychotic
treatment, itself, however, may press (or pama!ly suppress) the signs and symptoms of the syndrome and there-
lbly n%preoess lect that symptomatic suppression has upan the long-term
the syndrerrw is unlurown tven these considerations, SERGQUEL shoukd be prescribed in a manner that
is most kely to minimize the occurrence of tardive dysknesia. Chironic antipsychatic treatment should generally be
reserved for patients who appear to suffer from a chronic fliness that {1} is known to respond to antipsychotic drugs,
and 2) for whom alemative, equally effective, but potentially less harmful treaiments are not availa
. In'patients who do require chroiic treatment, the smaliest dase and the shortest duration of treatment produc-
g? asatisfactory clinical response shouid be Sought. The need for confinued reatment shoukd be reassessed peri-
icaily. # signs and symptoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should
be considered. However, some patients may require treaiment with SEROQUEL despite the presence of the syn-
drome. Hypergtycemia and Diabeles Mallitus: Hypergtycemia, in some cases extreme and associated with ketoaci-
dosis or hyperesmolar coma or death, has been reported in patients treated with atypical antipsychotics, including
SEROQUEL. Assessment of the relationship between atypical anfipsychotic use and glucose abnormalities is com-
plicated by the possibiity of an increased background risk of diabetes mellitus in patients with schizophrenia and
the increasing incidence of diabetes melitus in the general population. Given these confounders, the relationship  and
betwaen atypical antipsychotic use and hyperglycemia-related adverse events is not completely understood.
However epiderniological studies sugqest an increased risk of treatment-emergent hyperglyceria-related adverse
events in patients treated with the atypcal antipsychotics. Precise risk estimates for hyperglycemia-related adverse
eventsin treated with hotics are not available. Patients with an established i f dia-
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in cardiac patients (see Orthostafic Hypotension). Information for Pafients: Physicians are advised to discuss the
following issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypotension: Patients should be
advised af the risk of orthostatic hypotension, esy during the 3-5 day period e! initial dose titration, and also
at times of re-initiating treatment or increases in dose. ierference with 1 Molor Performance: Since
‘samnolence was a commonly reported adverse event associated with SEHOOUEL freatment, patients should be
advised of the risk of somnolence, especially during the 3-5 day period of inital dose tiration. Patients shauld be

cautioned about performing any aciivty requiring mental alertness, such as ope ranng a motor vehicle (including
automobiles) or operating hazardous machinery, until they are reasonably certain that SEROQUEL therapy does not
affect them adversely. Pregnancy: Patients should be advised to notify their pl if they become pregnant or

hysician

intend to become pregnant during therapy. Nursig: Patients shouid be advised not to breast feed iﬁmy are taking
SEROQUEL. Cancemitant Medication: As with other medications, patients should be advised to notfy theé
crans d mey are taking, or plan to take, any prescription Dl' over-the-counter drugs, Aleohol: Patients sheu
SEROQUEL. Heat and Dehydration: Patients
shduld be advised regarding appropriate care in avoiding overheating and dohydration. Labaratory Tests: No spe-
ciic lahoratoryiests are recommended. Drug Interactions: The risks of using SEROQUEL in combination with ather
drugs have extensively evaluated in systematic studies. Given the primary CNS effects of SEROOUEL cau-
tion should be used when itis tzken it combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohal in 2 cllnlcallJ mal in sub]eﬁs with selected psych i hylpme ers, and aleoh m
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3- to 12-Week Placebo-Controlled Ciinical Triats! for the Treatment of Schizophrenia and Acute Bipalar Mania

grmonoderapyg: Body ag a Whole: Headzche, Pain, Asthenia, Abdominal Pain, 8ack Pain, Fever, Cardiovascelar:
achycardia, Postural Hypotension; Digestive; Dry Mouth, Constipation, Vommn&abys , Gastroenteritis,
Gamma Glutamyf, Transpeptidase Increased, Metabolic and Nutritional: Weight Gain Immsed 60T

Increased; Nervous: Agitation, Somnolence, Dizziness, Andety; Respi Pharynygitis, Rhinitis; Skin and
Appendages: Rash ial Sanses: AmWow 1 Eventsfor which the SER incidence was equal to or less
than placebo are nat listed in the table, but included the following: accidental injury, akathisia, chest pain, cougft
increased, depression, diarrhea, emryramrdal syndrome, hostilty, hypertension, hypertonia, hypotension,
increased appetie, infection, insomnia, leukopenia, malaise, nausea, nervousness, paresthesia, peripheral edema,
sweating, tremar, and weruht loss. In these studies, the most commonly observed adverse events associated with
the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at least twice that of
placebo were somnolence (18%), dizziness *11%) dry mouth (3%), constipation (8%), SGPT increased (5%),
weight gain {5%), and dyspepsia (5%). The lollowing treatment-emergent adverse e&c)nems occurred during
therapy (up to 3-weeks) of acute rnarua in 5% or more of patiens reated with SEROQUEL (doses ranging from
100 1o 800 mo/day) used 2s adjunct therapy to lithium and divalproex where the incidence in patrsms treated with
SEROQUEL was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse

Incidence in 3-Week Placebo-Gontrolled Clinical Trials! formeTreatrrm of Acute Bipolar Mania (Mlu

Body as a Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovasciiar, Postu Wpotenslm
Digestive: Dry Mouth, Consneanon Metabolic and Nulritiosal: Wei thr Gain; Nervous: Somnolence, Diziness,

mayenhaneedre ffectsofcertain anitypertensive aents, SEROQUEL rmyamagomzedeeﬁms and Tremor, Agitation; Respiratory: its. ! Events for which the SEROQLIEL incidence was equal t o less than
nists. The ERect of Oter Drugs on Guetiagine: Phenytoin: Coadministration of quedamnes placebo are not Irsred in the table, but included the following: akathisia, diariea, insomnia, and nausea. In these
5-fold. Increased doses of smdns the most commanly obsarved adverse events associated with the use of SEROQUEL {incidence of 5% or

s&m pherrylmn (100 mg tid) increased the mean oral clearance of quetiapine
OQUEL may be requlred to maintain control of symptoms of schrznphrema in patients receiving quetiapine and
phenytmn or other hepatic enzyme inducers (¢.g., carbamazspine, barbiturates, riampin, glucocorticoids). Caution
should be taken if phenyloin is withdrawn and Im)laeed wilh a norHrdueer (e, valproate). Divaiproex:
Caadmlmstmlon of duehapme {150 mg bid) and divaiproex (500 mg bid) incrased the mean maximum plasma
quetiapine at steady stae by 17% withol uladecmameerdentoiahsommn or mean oral clearance.
MundadllThwndazme(ZOD brdlnerwsedmeo ince of quetiapine (300 mg bid) by 65%.
Cimetidine: Administration of muldpied of cimetidine (400 mg tid for 4 days) resulted in aZ deerease
in the mean oval clearance of quetiapine ( 50 my tid). Dosage adjustment for quenaprne is nel required when it is
given with cimetidine. P450 3A Inl daily for
inhibitor of cytochrome P450 34, redt ed ol
imum plasma concentration of quetiapine. Caution is mdmed when ROQUEL s administered with ketoconazole
and ther inhibitors of cyrnchmme P450 34 (e, itraconazole, fuconazole, and erythromycin). Fluasting,

Imipramine, Haloperidel, and Risperidone: Coadministration of fluoxeting (60 mg once darry) imipramine {75 mg
bid), halwendei (75 my bld) or nspendone (3 mg brd) with quenaprne (300 mg hrd) did not aiter the steady-state
phar quetiapine, Effect on Other The mean oral clearance of

inefics of
lorazegam (2 m, single dose) was redueed by % u1 lhe presence of uueuapme administesed as 250 mg tid dos-
ing. Dialpeoex: The mean maximur concentration and extent of absorption of total and free valproic acid at steady
state were decreased by 10 ] 12% vmen divalproex (500 mg brd) was administered with quetiapine {150 mg bid).
The mmghld)msmmedbyﬁ%m
presence of quetiapine (15(] mg bld) 'Ihedwnoes were nm sranrﬁmm Lithim: Concomitant administration of que-
tiapine {250 mg tid) with lithium hatt no effect on any of the steady-state pharmacokinetic parameters of lithium.
ine: Administration of multiple daity doses up m 750 mdlday {onatid schedule) of quenaplne to subjects  Cal

with selected psychotic disorders had no clinically relevant effect on the clearance of antipyrine or urinary reeavery
of antipyrine metabolies, results indicate that quenaprne does not srgnmr.andy induce hepatic enzymes
ww Tor cytochrome P45 mediated metabolism of antpyrine, Carioganesi, Mutaganesis, Imnalrmu
: Carcinogenicity shidies were conduded in 657BL Mice and Wista ats, Cuetiai
admmrsreredmmedremmmatdnsesufm 75, 250, and 750 ma/kg and to rats by gavage at doses of 25, 75,
and 250 mg/kg for two year nsesareequwalemmm 05, 1.5, and 4.5 times the maximum human dose
(800 mg/day) on amulmlhasrs(mree) or 0.3, 09, and 3.0 times the maximum human dose on a mg/m2 hasis
; ere were statistically significant inoreases in thyroid gland follicular adenomas in male mice at dases of 250

50 migkg or 1.5 and 4.5 times the maximum human dose on a mg/m basis and in male rats at a dose of 250
mgykg or 3.0 times the maximum human dose on a mg/m? basis. Mammary gland adenocarcinomas were statisti-
cally significantly increased in female rats at all doses tested (25, 75, and250mulkw03 0.9, and 3.0 times the
maxrmum recomrrmded human dnse na mg/m? basis). Thyroid Tollculr cell adenomas may have resulted from

pine was

roid stimulating hormone {TSH) resuling from enhanced metabolism
and deannce efmymxme by rodent Irver Changes in TSH dwrolune and thyroxine clearance cansistent with this

atypical antipsyc
betes melltus who are started on atypical antipsychotics should be monitored r;?ulady for worsening of glucose
control, Patients with risk factors for diabetes mellitus (eg, obesity, family history of i
ment with atypk amrpsyehancs should umo fasting blood glucose testing at the bearnnmq of eatment and
periodically during treatment, Any patient reated with atypical armnsyehotrcs should be monitored for symptoms of
rglycemia including polydipsia, potyuria, polyphagia, and weakness. Patients who develop symptors of hyper-
mia during treatment with atypical antipsychotics should underge fasting blood glucose testing. In some cases,
rglycemia has resoived when the atypical antipsychotic was discontinued; however, some patients required
continuation of anti-(iabetic treatment despite discontinuation of the suspect dma,
PRECAUTHONS: General: Orthostatic Hypotension: SEROCUEL may induce orthostatic hypotension associated
with dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-ttration period, prob-
ablyreflermnq B%Mrwemwmmm%mﬁ Syncope was reported in 1% (23/2567) of the patients
treated with SEROQUEL, compared with 0% (W607) on placebo and about 0.4% (2/527) on active contrl drugs.
SEROQUEL should be used with particular caution in patients with known cardiovascular disease (history of
myacardial infarction or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascinar disease
or conditions which would predispose panems 1o hypotension {dehydration, hypovolemia and treatment with anti-
hypertensive medications). The risk of orthostatic hypotension and syncope may be minimized by limiting the ii-
tial dose to 25 mg bid.ff rypotension occurs during Bration to the target dose. a fetum to the previous dause in the
fitration schedule is appropriate. Cataraets: The ment of cataracts was observed n association with gee-
fiaping hroni Animal Taxicology in Prescribing "M) “mllm
also been oksarved in uring loag-term SEROQUEL treatmont, but @ cavsal ndllp ]
use has not heew established. Neverthaless, the nmm, Iuhul:r cannot be excheded at this
fime. Tharsfore, mlnml M the Im by methads
axam of other 3
and at 6 month imerval wm ical trias, seizures oocurred in 0.6%
(1872792) of patients trmed SEROOUEL cdmogared to 02% (1/6&) on plaeebo and 07% (4/527) on active
control drugs, As with other antipsychotics SER in patients with a |stnryof
seizures or with conditions that Iylowerdresermredrmshold &g, Alzhermer‘sdemennamm
fower the seizure threshold may be more prevalent in a populadon of 85 years or older. dism: CIhrcaI fri-
als with SEROQUEL demonstratad a dose-related decrease in total and free thyvoxine (T4) of approximately 20% at
erendomemer:petmdoserarmandwasmmmlInmefrsnwololour of treatment and main-
‘without ion or progression during more chronic . Generally, these changes were of no cllnlcal
smmm:eamT wasuncrunoedmmoﬂ , an leveds of TBG were unchanged. In nearly alcases, ces
sation of SEROQUEL ireatment was with a reversal of the effects or fotal a free T4, imespective of lhe
duration of treatment, About 0.4% 2/2791) of SEROQUEL patrems did expenence TSH increases in monothera-
py studies, Six of the patients with TSH increases needed replacement thyroid treatment.
ies, where SEROQUEL was added toIthum or dwalproate 12% (24/196) of SEROQUEL treated patients com
1o 7% (15/203) of placeho treated T elvateel TSH leves, Of the SEROQUEL trated patiens with elevat-
ed TSH levels, 3 had simuitaneous low free T4 levels. Cholesterol and Trigiyceride Elevations: In schizophrenia tr-
als SEHOQUEL freated patients had increases from baseline in cholesterat and triglyceride of 11% and 1
red fo slraht de:reases for placebn patients. These changes were only
increases in wmq: abserved in SEROQUEL-treated patients. Hyperprolactinemia: Although an el of pre-
lactin levels was not demonsrrared in dmscal trials with SEROQUEL, increased prolactin levels were observed in rat
studies with this compound, and were associated with an increase in mammary gland neoplasia in rats (see
Carcinogenesis). Tissue cuture experiments indicate that appraximately one-third of human breast cancers are pro-
lactin dependent in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a
patient with previously etected breast cancer. Afthough disturbances such as galactorrtiea, amenorhea, gyneco-
mastia, and impotence have been reported with prolactin-eievating compounds, the clincal significance of elevated
serum erwcdn fevels is unknown for most patients. Neither clinical studies rior epidemiologic studies conducted
to date have shown an association between chronic administration of this class of drugs and tumorigenesis in
humans; the available evidance is considered too fimited to be conclusive at this time. Transaminase Elevations:
\ptomatic, transient and reversible elevations in serum transaminases (primarily ALT) have been reported. in
mhrsma trial, the nroeomons of uanems with transaminase elevations of > 3 fimes the upper fimits of the
reference range in a pood of 3- to 6-week placebo-controlled trials were approximately 6% for SEROQUEL
compared to 1% for placebo. in acme blpdlar mania frials, the proportions of patients with transaminase dlevations
of > 3 times the upper limits of the normal reference range in 2 ool of 3- to 12-week plaeeboeommlled trials were
approximately 1% for both SEROGUEL and placebo. These hepatic enzrme elevations usually occurred within the
first 3 weeks of drug treatment and promptly retumed to pre-study levels with ongoing treatment with SEROQUEL.
Potantia! for Gognitive ané Motor Impalement: Somnolence was a commanly reported adverse event reporied in
patients treated with SERODUEL especiaty during the 3-5 day period of initial dose-ttration. In schizophrenia trials,
somnolence was reparted in 18% of patients on SEROQUEL compared to 11% of placebo patients. In acute bipo-
lar mania trials using SEROQUEL as monotherapy, somnolence was reparted in 16% of patients on SEROGUEL
compared to 4% of placeho patients. In acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence
was reported in 34% of patients on SEROQUEL compared to 9% of placebo patients. Since SEROQUEL has the
fotential to impair judgmen, thrnldnc or motor skils, patients should be cautioned about performing activities
requiring mental alertness, such as aperating 2 motor vehicle (including automobiles) or operating hazardous
machinery un they are reasonably certain that SEROQUEL therapy does not affect them adversely. I|1Isrn Ong
case of priapism in a patient receiving SEROGUEL has been reported prior to market introduction. While a causal
reiationsfip to use of SEROGUEL has not been established, other drugs with aipha-adrenergic blocking effects have
been reported to induce priapism, and itis possite that SEROQUEL may share this capacity. Severe priapism may
require surgical intervention. Body Temperature Regulation: Although not reported with SEROQUEL disruption
of the body's ability to seduce core body temperature has been attributed to antipsychotic agents. Appropriate
care is advised when prescribing SEROQUEL for patients who will be experiencing conditions which may con-
tribute to an elevation in core body temperaturs, 6.9., exercising strenuously, exposure to extreme heat, receiv-
ing concomitant medication with anticholinergic amrty or being subject to dehydration. Dysphagia: Esophageat
dysmotilty and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a common
cause of morbrddy and mortality in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL and ofher antipsychotic drugs should be used cautiousty in patients at risk for aspiration pneumonia.

Sulcide: The possibity of a Suicide almnm is inherent in bipolar disorder and schizophrenia: close supervision of  the clni

rrm therapy. Prescriptions for SEROQUEL should be written for the smallest
ment n order to reduce the risk of overdose. Use in Patienis
ROQUEL in patients with certain concomitant systeric il-

w with
nesses s limited. SEROQUEL has not
tory of myocardial infarction or unstable heartdisease. Patients with these diagnoses were excluded from premar-
keting clinical studies. Because of the risk of orthostatic hypotension with SEROQUEL, caution should be observed
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evaluated or used fo any appreciable extent in patients with a recent his-  acute

mechanism i in a 1-year toxicity study in rat; how-
ever, the results of these studies were nm deﬁnmve The redwame of the increases in thyroid follicular ce aleng-
mas to human risk, trough mechanism, is unknown. Antipsychotic drugs have bean shown to chronically
elevate prolactin levels in rodents, Serum measurements in a 1-yr toxicity study Showed that quetiapine increased
median serum prolarmn levels & maximum of 32- and 13-fold in male and female rats, respectively. Increases in
mammary neopiasms have been found in rodents after chronic administration of other antipsychotic drugs and are
considered to be pmhmrmedmed. The relevance

*he tumors in rats to human fisk s unknown (see Hypesprokactinernia in PRECAITIONS, Genesal). Mutapanesis:
‘mutagenic potential of quetapine was tested in Six i viro bacterial gene mutamnassaysandlnanmvdm

mammalian gene muation assay in Chiness Hamster Ovary cell. However, suffciently high concentrations of que- avents

Hiaping may not have been used for al tester strains. Quegapine did produee a repmducrbie increase in mutations in
one wrium fester strain in the presence of metabolic activation. No evid

the dnd Laboratory Studies: Vital Sign Changes: SEROQUEL is

of this increased incidence of prolactin-mediated mammary o

reater) and observed af a rate on SEROQUEL at least twice that of placebo were somnolence (34%), dry mouth

(19%) asmema go%kxcorsepmn {10%), abdominal ain (7%), postural hypatension (7%), pharynudrs (6%),

for interactions an the basis of gender, age, and race did not reveal any clinicatly

maanuwful ddierences n me adverse event occurrence on the basis of these demogy u: Iacrors Duu
Adverss Events in Short-Torm, Piacabo-Controtied Trials: Dose-re

ntaneous! W elicited adverse event data Imm astu ai schlzophrenra comparing five fixed doses ni SEROOUEL

rnq 150 mu. 300 mo. 800 'yms; bo were explored for dose-relatedness of adverse

s o, ”“”""““““‘“”,d"’.;ﬁ ?;’”’“am"“d:m
pepsra minal pain, and weight gain, m ong inical tial of schiz-
ophrenia comparing five fixad doses of SEROQUEL (75, 150?0"6600750mu/

of trearmentemrgem exrayramidal symptoms & PS) and dose-relatedness for oaated with SEROOUEL
ent. Thiee methods were usad to measure EPS: (1) Simpson-Angus total score (mean change from
Ilne) whlch evaluates parkinsonism and alradusn ()i ence of nsoLs complalms of EP§ (Mhrsu
Tig ramidal syrd pokinasia, fck nqm%m remor), and (3) use
dl armchulmﬁmrc medications to treat emeroen( E . in srx drnnal sbo-cor frials (3in
acute mania and 3 in schizophrenia) using variable doses of SEROQU L, thers were no ddiererus betwee m
SEROQUEL and placeho treatmemroups in the incidence of EPS, as assessed by Sim E
spontaneous complaints of EPS and the use of concomitant anticholinergh medimc?tinns.m treat EPS. Vlhl sp!ﬂ?
wih or 368 PRE-
CAUTIONS). mmm In schizaphrenia trials the proportions of patients masting a weight gain criterion of 7%
Mbodymrumwerecomparedmapommrours 1o 6-wesk led cilnical traks, revealing a satist-
sigificanty geate incidnce of veight ain for SEROOUEL (23%) eompamd o plaeebo {6%). In_mania
menotherapy trials the proportions of me weight 21% compared to 7%
for placebo and in mania adjunct therapy trials the prepomm of patients the same weight criterion were
13% compared to 4% for placebo. Lal Changes: An assessmert of the premarketing experience for
SEROQUEL suggested that it is associated with asymplomatic increases in SGPT and increases in both total cho-
lesterol and trighycerides (see PRECAUTIONS). An assessment of hemalnlsDEgR mﬂmmrs in short term, placebo-
controlled trials revealed no chinically imy differences betwaen EL and placebo. ECG
Between group comparisons for paoled placebo-controlled trials revealed no statistically significant
SEROQUEL/placebo diferences in the proportions of patiénts experisncini potantilly impartant changes in ECG
parameters, including QT, OTc, and PR intervals. However, the propomons of mesti the criteria for tachy-
cardia were compared in four 3- to 6-week placsbo-control for the treatment of schmrema
rwealmg al% mee) rncrdeﬂee for SEROQUEL cnmpered to 06% {1/156) incidancs for placebo. In

f g& nfs mesting mmr«mmnhmos%
Uil 92) for OOUEL eempared te (23] Fm 8) |nc|denee ldr placebo. In acute bipolar mania (a[d#/:rm rials the
by EC

l)e&a’trems meeting the same criteria was 0.6% (1/166) for SEROQUEL compared é 71) inci-
dencetorpla SEROOUELusewzsassocuredwdhamunrmeasemnunmassessed , 0f 7 beats
per minute compared to  mean increase of 1 beat per minute. arwm patients. This sggmrmdu 1o tachy-
cardia may be related to SEROQUEL's potential lor rnduu omn: ohanues ECAUTIONS). Other
Advorsa Eveats ﬂllumdllu the Pra-Marketing MM.ELFol ngrslllsmc TART
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fiad was obtained in an in vitro chromosomal aberation assay in cutured human ymphacytes of in the in vive
‘micromucleus assay in rafs. Impalrmul of Fartiifty: Quetiapine decrezsed mating and fertiity in male Spmuue
Dawley rats at oral doses of 50 and 150 ma/kg or 0.6 and 1.8 times the maximum human dos on a mg/m?
Drug-related effects included increases in interval to mate and in the number of matings requrred for suceessful
impregnation. Thesg effects confinued t be observed at 150 mi/kq even afte a two-wesk period without treatment.
The no-effect dose for impaired mating and fertfty in male rats was 25 moAg, or 0.3 times the maximum human
dose on a mo/m? basis. Quetiapine adversely affected mating and fertity in female Sprague-Dawley rats at an oral
dose of 50 moyky, or 0.6 times the maximum human dose on a mg/m? basis, Drug-related effects included decreas-
€S in matings and in matings resutting in pregnancy, and an increase in the inerval to mate. An increase in irregu-
ar estrus was observed at doses of 10 and 50 me/kg, or 0.1 and 0.6 times the maximum human dose on
mr;lm2 hasis, The no-effect dose in female rats was 1 mgkg, or 0.01 times the maximum human dose on a my/m2
umﬂs sy Catogory C: The tesatogenic potential o quetiapine was studied in Wistar rats and
Dmr.h Betted dosed during the period of organogenesis. No evidence of a teratogenic effect was detected in
rats at doses of 25 to 200 mg/kg or 0.3 to 2.4 times the maximum human dose on a mg/m2 basis or in rabbits at
2510100 my/kg or 0.6 to 2.4 times the maximum human dose on a mg/m? basis. There was, however, evidence of
embryo/fetal foxicity. in skeletal ossification were detected in rat fetuses at doses of 50 and 200
{0.6 and 2.4 fimes the maxmum human dose on a mg/m? basis) and in rabbits at 50 and 100 mo/kg (1.2
times the maximum human dose on a mg/m? basis). Fetal body weight was reduced in rat fetuses at 200 mm
and rabiyt fetuses at 100 mgkg (2.4 times the madmurm human dose on a ma/m? basis for both species). There
was an increased incidence of a minor soft tissue anomaly %asrlp;alltarsal flexure) in rabbit fetuses at a dose
of 100 mg/kg (2.4 times the maximum human dose on a mg/m: Evidence of matemal toxiity (i.e., decreases
in body weight gain and/or death) was observed at the high dose in me rat study and at al! doses in the rabbit study.
stnatal uctive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mg/
12, and 0.24 times the maximum human dose on a my/m? basis. However ina prehmlmry peri/postna-
mrenlandnup mean kiter weight at 1 SOkaq or 3.0times
mg/mz basis. Th 0 riant women
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7,;(." and quetiapine should be used during pregnancy only if the petential berreﬁt justifies the potenea‘ tisk to the fetus.

Labor and Delivery: The effect of SEROQUEL on labor and delivery in humans is unknown. Nursiag Mothers:
SEROQUEL was excreted in milk of eatad animals during kactation. It is not known if SEROQUEL is excreted in
human mik. & is recommended that women rmeMng SEROQUEL shouid not breast feed. Pediatric Use: The safe-
ty and effectiveness of SEROQUEL in pedi 'gansms have not heen estabiished. Geriatric Use: Of the approxi-
mately 3400 patients in clinical studies with SEROQUEL, 7% Igdz were 65 years of age or wer n &eneral there
was no indication of any different tolerability ofSERl)QUEL in edycompared unger adults
the presence of factors that might decrease pharmacokinetic clearance, increase the pharm: IC respol
SEROQUEL, or cause poorer tolerance or orthostasis, stm«ld Jead to consideration of alower starting dose, slower
titration, and careful rnonnorgrig during the initial dosing period in the elderty. The mean plasma clearance of
SEROQUEL was reduced by 30% to 50% in elderly patients when compared to younger patients.

ADVERSE REACTIONS: The information below is derived from a clinical trial database for SEROQUEL consisting of
over 3000 patients. This database incfudes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania (mon and adjunct therapy) and approximately 2600 patients and/or normal Subjects expased to 1 or
more doses of SEROQUEL Iar!tre treatment of schizophrenia, Of these approimately 3000 subjects, approximate-
Iy 2700 (2300 in schizophrenia and 405 in acute hipolar mania) wese patients who participated in multiple dose
effectiveness trials, and their experience correspondled to approximately 914.3 patient-years. The conditions and
duration of treatment with SEROGUEL varied greatly and rncluded (in overtapping catedones) open-label and dou-
ble-blind phases of studies, inpatients and outpatients, fixed-dose and dose-fitration studies, and short-term or
longer-term exposure. Adverse reactions were assessed by coflecting adverse events, results of physical examina-
tions, vital signs, weights, laboratory analyses, ECGs, and results of ophthalmologic examinations. Adverse events
during exposure were obtained by general inquiry and recorded by clinical investigators using terminology of their
own choosing. Consequently, it s not possible fo provide a meaningful estimate of the proportion of indivk
experiencing adverse events without first grouping similar types of events into a smaller number of standardized
r'zyvem jaries. In the tables and tabulations that follow, standard COSTART terminology has been used fo classi-

repor
experienced, at least once, a treatment-emengent adverse event of the type listed, An event was considered treat-
ment emergent if it occurred for the first time or worsened while receiving therapy following baseline evaluation,
Mversa Findings Observed in Short-Teem, Controlled Trials: Advarse Events Assoclated with Discostinuation
Treatment in Skort-Term, Placsbo-Conkrulled Trals: Acule ‘Bipolar Mania; Overall discontinuations due to
adverse events were 5.7 % for SEROQUEL vs. 5% for placebo in monotherapy and 3. 8% for SEROQUELvs 59%
for placeba in adjunct therapy. Sehizopheania: Overall, there was litte difference in the incidence of discontinuationt
due to adverse events (4% for SEROQUEL vs. 3% for piacebo) ina pool of wmrelled lrms Huwwer, discontinua-
tions due to somnolence and hypotension were considered to be druo relawd ( OMS) Somnolence
0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placebo. Advel ﬁ an Incidence of
1% or More Among SEROQUEL Treated Patients in Short-Term, Placabo- Bommlhd Trials: The prescriber should
be aware that the figures in the tables and tabulations cannot be used fo predict the incidence of side effects in the
course of usual medrr:al practice where patient characeristics and other factors differ from those that prevailed in

, the cited lrequerms cannot be compared with def?um obtaied from other clinicalinves-

dlﬂerem reatments, uses, and investigators. ures, however, do provide the pre-
sribing physrrran with some hasis for estimating the relative wmnhtmon of drug and nondrug factors to the side
effect incidence in the population studied. The following mer* nt adverse experiences occurred during
of schizophrenia (up to 6 weeks) and bipolar mania (up to 12 weeks) in 1% or more of patients freat-
ed with SEROQUEL (doses renging from 75 to 800 mg/day) where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverse Expenence Incidenca in

a
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adverse events. The stated frequencies of adverse events represent the propartion of individuals who keting expe

tabuialed
results from pl; trials appsar in this listing); in mose nctumnq it 1100
|n1ll(100uanems fare events are those occurTi m’ﬂm r-
tonia, dysarthria; indraguent: abnormal dreamsngyskrmsu thinking abmrmal rardlve nm o, involur-
1ary movements, confusion, amnesia, psychosis, hallucinations, hyperidnesia, libido increased”, urinar rmmren
incoordination, paranoid reaction, abnormal ﬁr ms, dal n .manlc rw:don apathy, ma
ization, stuper, bruxism, catatonic reaction, hemiplegia; Rae: Inssa syndroms,

defrum, emotonal tability, euphoria, lrbrdo decreased”, ne s'mmrinu, subdural hematoma. Body as '
Whele: fu syndrome; eck pain, paln sulcldeammptmahlse phordsmsmvityme
tion, chils, face edema, moniliasis; Fare: abdomerr

anorexia; nfregwent;
increased saivation, ncreased appetite, gamma ghutamyl transpopddase ncrsasad, qingivits, WSnmdla ﬂamlenee
gastroenteritis, gastritis, hemorrhoids, stomatts, thirst, tooth caris, fecal incontinencs, mww
qum hemarrhage, mouth uloeration, rectal hemorrhage, odoma; Rere: glossits, mesis, intestinal
obstruction, melena, pancreatiis. DlrilmﬂlarSyﬂlm paipitation; infrwpuest: vasodiatation, QT
interval pmlmoed migraine, bradycardia, cerebral ischemia, imeguiar pulse, T wave abniormalty, bundlé branch
block, cerebrovascular accident, desp thrombophlehtis, T wave inversion; Rare: angina pectoris, atrial fibritiation,
Avreaurekdﬁomﬁ ge%reelcenoﬁdvel heart failure, ST elevated, Mrmnbnphlebm’shh:mm ﬂalmrm ST abngmality,
inc juration. s s, cough increased, dyspnea;
Iulrmutpneumdma eolsﬁ‘x‘rlsn:gm ars: hiccup, W’% Matabolic and lumﬂwl%
Infroguent: weight foss, allullne phosphatasa incroased, hyperiipemia, aledml Intoler-
ance, dehydration, hyperumemra creatinine incrased, hypoqryeu mia; Awe: { ura gout, hand edema,
rrypukalemra water intoxicaon. Skin and Appeadages S prurits,
contact dermatitis, matulopawlar rasl sebonhee sk weer, - Rave: mmm dermattis, psoriasi
duscolomnon Urogeaital dysmsnorrma vamnms' urinary inconfinence, metrorthagia®,
impatence*, dysuria, vaginal monriws abnormal emrlmn urinary frequemy amenorrhea*, famale
mlm leummees'”vagrlresl' nemormane vubvovaginiis” orchits; Rave: wneeomshaﬂ mwmﬂm
iney failure. Spacia Senses: i e eerver»
i it i ’ﬁmrmlml

Lymphatic Syst merle rnmmr e cyirgnr';nw?mnmmmm
ymphatic Systes: ukopeniz ukocytosts, anemia, ecchymosis, 8osing
hypochromic. anemia; ymphadenopathy, cyanosis; Aane: hemolysls throm! nia. Endocring

I:mmt hypmyrordlsrn diabetes mefitus; Rare: hyparthyroidism. *adjusted for gender Post Ma lu
Experiance: Adverse events repddedsneenmtetllrodmdonvﬂrﬁwmtemwral related to SEROQUEL ther-
apy include: leukopmra/mrdmpm

mdwelopsalwvmldmllwum or discontinuation of thera-
py. Possibte risk factors f ko&;:/mmpenu incluel prmsdnﬂ lw coll count and history of drug
|nduoed leukapenla/nemr reponed rket introduction, which were temporally

to SEROQUEL therapy, but not necessarily causaly related, |ndude the following: agranulocytosis, anaphy-

Iaxrs hypanatremia, abdormyolysis, syndrome of inappropriate antidiurstic hormone: secretion (SIADH), and
Steven Johnson syndrome (SUS).
DRUG ABUSE AND DEPENDENCE: SERDQUEL is not Physical
and Paychologic dapandeace: SEROQUEL has not been Systematically studbed, in animals or humans, for its poten-
ial for abuse, toterance or physical dependence. While the clinical triaks did not reveal any tendency for any drug-
seeking behaviar, these absarvations were not Systematic and it s not possible to predict on the basis of this limd-
od experience the extent to which a CNS-active drug will be misused, diverted, andior abused once marketed.

Consequenty, patients should be evaluated tarelullz for a history of drug abuse, and such pafients should be
observed closely for signs of misuse or abuse of SEROQUEL, e.0., devalopment of tolerance, increases in dose,
drug-segkdng behavior.
OVERDOSAGE: Human exparience: Experience with SEROQUEL (quelramne lumarato) in acute overdosage
was limited in the clinical trial database (6 repor ) dmated doses ranging from 1200 mg to 9600 mg and
fatalities. In general, e‘f?o signs and sym; re those resulting from an exaggeration of the drug's
jown pharmacokogical effects, i.c., drnwslmss and sedatlon hchycardla and r[r{ypmenshn (ne case, involving
an estimated overdose of 9600 mg, was assoclated with 'ydpe mia and first degree heart biack. Inpostmar

ir rience, there hava been very rare reports of ovardose of SEROQUEL alene resulting in death, coma or
(FTe prolonigation. Managemant of Overdosage: In case of acute overdosae, establish and maintain an airway
and ensure adsquate oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and
administration of activated charcoal together with a Laxative should be considered. The possibility of obtunda-
tion, seizure or dystonic reaction of the head and neck following overdose may create a risk of aspiration with
induced emesis. Gardiovascular monitoring should commence immediatety and should include continuous elec-
trocardiagraphic monitoring to datsct pdssmle artythmias. If antiarrhythrnic therapy is administered, disopyra-
mide, procainamide and quinidine hazard of additive QT-prolonging effects when adminisierd
in patients with acute overdesage of EROQUEL Similarty it is reasonable to expect that the alpha-adrenerpic-
blocking properties of bretylium might be addtive to those of quetiapine, resulting in problematic %mnsmn
‘Thers s no spacific antidote to SEROQUEL. Therefore ammprma supportive measures should be insttuted. The
possibiity of mutiple drug involvement should be consklersd. Hypatension and circulatory collapss should be
treated with appropriate measures Such as intravenous fluids and/or sympathomimetic agents {epinaphrine and
dopamine should not be used, since beta stimulation may worsen fypotansion in the setting of quetiapine-
induced alpha blockade). In cases of severe extrapyramidal symptoms, anficholinergic medication should be
administered. Close medical supervision and monitoring shoukd continue until the patient secovers.

SEROQUEL is a trademark of the AstraZeneca Qroup of companies.
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SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar | disorder and the treatment of
schizophrenia. Patients should be periodically reassessed to determine the need for continued treatment.

Prescribing should be consistent with the need to minimize the risk of tardive dyskinesia, seizures, and orthostatic hypotension. A rare
condition referred to as neuroleptic malignant syndrome (NMS) has been reported with this class of medications, including SEROQUEL.

There have been reports of diabetes mellitus and hyperglycemia-related adverse events associated with the use of atypical
antipsychotics, including SEROQUEL.

The most commonly observed adverse events associated with the use of SEROQUEL in clinical trials were somnolence, dry mouth,
dizziness, constipation, asthenia, abdominal pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain.

@ Seroquel

quetiapine fumarate -

25mg, 100 mg, 200 mg & 300 mg tablets

AstraZenecaC? -
AstraZeneca Pharmaceuticals LP R e d ef' n e S u C C eSS
To prevent medication errors, write “SEROQUEL” clearly VN BERDOUEL ot

“ ” > R . .
on your Rx pad. Spell SEROQUEL clearly over the phone. Please see Brief Summary of Prescribing Information on following page.
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